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METHODS FOR TREATING SLEEP DISORDERS 



BACKGROUND OF THE INVENTION 

Sleep disorders arising from difficulty in falling asleep or remaining asleep are a 
significant medical issue, resulting in problem sleepiness that can impair health and safety for 
those affected. Such disorders can arise from endogenous conditions, e.g., sleep apnea, 
insomnia, and the like, or from external stresses, e.g., the disruptive effect of shift work 
schedules or "jet lag" on normal sleep patterns. 

Existing pharmaceutical treatments for aiding sleep include sedatives or hypnotics, 
e.g., benzodiazepine or barbiturate derivatives, and milder agents, e.g., antihistamines. These 
treatments are known to have numerous drawbacks, including loss of effect after long-term 
use, addictive potential, abuse potential, persistence of unwanted sedative effects past the 
desired sleep period, side effects due to nonspecific activity, and the like. 

Therefore, there is a need for improved pharmaceutical treatments for aiding sleep in 
subjects in need of such treatment. 

SUMMARY OF THE INVENTION 

The invention is based in part on the discovery that certain N-substituted azaheterocyclic 
compounds are effective as sleeping aids. Methods of treating sleeping disorders with such 
compounds are provided herein. 

The method is used, for example, to treat sleep disorders including circadian rhythm 
abnormality, insomnia, parasomnia, sleep apnea syndrome, narcolepsy and hypersomnia. In 
general, in one aspect, Ihe method is used to treat circadian rhythm abnormalities including 
jet lag, shift-work disorders, delayed sleep phase syndrome, advanced sleep phase syndrome 
and non-24 hour sleep-wake disorder. In another aspect, the method is used to treat insomnia 
including extrinsic insomnia, psychophysiologic insomnia, altitude insomnia, restless leg 
syndrome, periodic limb movement disorder, medication-dependent insomnia, drug- 
dependent insomnia, alcohol-dependent insomnia and insomnia associated with mental 
disorders. 

Li general, in another aspect, the method treats parasomnias including somnambulism, 
pavor noctuntus, REM sleep behavior disorder, sleep bruxism and sleep enuresis. In yet 
another aspect, the method is used to treat sleep apnea disorder including central sleep apnea, 
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obstructive sleep apnea and mixed sleep apnea. Additionally, the method is used to treat 
other sleep disorders such as narcolepsy or hypersomnia. 

One embodiment of the invention is a method of treating a subject for a sleeping 
disorder, comprising administering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound represented by structural formula I, or a phannaceutically 
acceptable salt, solvate, or hydrate thereof: 
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The variables r and s are independently 0, 1, 2, 3 or 4. 

R 1 and R 2 independently are -H, halogen, hydroxy, -CN, -NO* optionally halogenated 
10 Cc-alkyl or d-s-alkoxy, -NR^R 22 , -(S0 2 )NR 2I R 22 , -NR 21 (S0 2 )NR 22 , -(CO)NR 2I R 22 , 

-NR^CX^R 22 , -(CO)R 22 , or -(C0 2 )R 22 , and R 2 » and R 22 independently are -H or cjalkyl. 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -O-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, -CH 2 -S-, 
-CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R% -CH(R 6 )CH 2 -, -CH 2 CH(R 6 )-, -CH=CH-CH 2 -, 
-CH 2 -CH=CH-, -CH=CH-, ort/io-phenylene, -(C=0)-, -(S=0)-, -CH 2 -(C=0)-, -(C=0)-CH 2 -, 
15 -N(R 5 )-(C=0)-, -(C=0)-N(R 5 )-, -N(CH 3 )S0 2 -, -S0 2 N(CH 3 )-, -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or 
-N(R 7 )-. R 3 , R 4 , R s , R 6 , and R 7 independently are -H, phenyl, or Ct-e-alkyl. 

Y is >N-, >£H-, >N-(C=0)- or >C=C(R 8 )-. R 8 is -H, phenyl, or C,^-alkyl. In Y, only 
the underscored atom is a ring atom. 

A is -CH=CR 9 -, -CR 9 =CH-, -C=C-, phenylene, C3.7 -cycloalkylene, the completion of 
20 a bond, -(C=0)-, -(C=CH 2 )-, -(CR 9 ^ 0 )-, -CH(OR u )-, or -CH(NHR U )-. R 9 and R 10 

independently are -H, C w -unbranched alkyl, C3-6 -branched alkyl or C3.7 -cycloalkyl. R u is 
-H, optionally halogenated Ci^-alkyl or Ci^-alkoxy, or phenyl optionally substituted with 
halogen, hydroxy, or optionally halogenated Ci-e-alkyl or Ci^-alkoxy. 

Z is an optionally substituted group selected from a carboxylic acid or bioisostere 
25 thereof; an ester, a nonaromatic 3-7 membered nitrogen-containing heterocycle that is 
optionally fused to an aryl ring; a secondary or tertiary amine substituted with an aryl, 
aralkyl, heteroaryl, heteroaralkyl, 3-7 membered nonaromatic heterocycle, or 3-7 membered 
cycloalkyl group; or -N(R n )BR 12 . B is C^-alkylene, C^-alkenylene or C 2 . 6 -alkynylene. R 12 
is -(CH 2 ) OT OH or -(CH^COR 17 , m is 0, 1 , 2, 3, 4, 5 or 6, and p is 0 or 1 . R 17 is -OH, -NHR 20 
30 or C^-alkoxy and R 20 is -H or Ci^-alkyl. 
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One embodiment of the invention is a method of treating a subject forasleeping 
disorder, comprising administering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound represented by structural formula H, or a pharmaceutical^ 
acceptable salt, solvate, or hydrate thereof. 

Another embodiment of the invention is a method of treating a subject for a sleeping 
disorder, comprising administering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound represented by structural formula IHa, or a 
pharmaceutical^ acceptable salt, solvate, or hydrate thereof. 

Another embodiment of the invention is a method of treating a subject for a sleeping 
disorder, comprising administering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound represented by structural formula Hlb, or a 
pharmaceutical^ acceptable salt, solvate, or hydrate thereof. 

Another embodiment of the invention is a method of treating a subject for a sleeping 
disorder, comprising administering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound represented by structural formula IVa, or a pharmaceutical* 
acceptable salt, solvate, or hydrate thereof. 

Another embodiment of the invention is a method of treating a subject for a sleeping 
disorder, comprising administering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound represented by structural formula IVb, or a 
pharmaceutical^ acceptable salt, solvate, or hydrate thereof. 

Another embodiment of the invention is a method of treating a subject for a sleeping 
disorder, comprising administering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound represented by structural formula Va, or a pharmaceutically 
acceptable salt, solvate, or hydrate thereof. 

Another embodiment of the invention is a method of treating a subject for a sleeping 
disorder, comprising altering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound represented by structural formula Vb, or a pharmaceutically 
acceptable salt, solvate, or hydrate thereof. 

Another embodiment of the invention is a method of treating a subject for a sleeping 
disorder, comprising administering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound 1, or a pharmaceutically acceptable salt, solvate, or hydrate 
thereof. 

A »»^"n,bodime nl of t heinve n ao„is, m ett 1 odof ttea « ngasubj<!ctft>rasl ^ 
disorder, eomprising administering ,o a sublet in need of frea-nen, for a deeping disorder an 
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effective amount of a compound 1 - R, or a pharmaceutical* acceptable salt, solvate, or 
hydrate thereof. 

Another embodiment of the invention is a method of treating a subject for a sleeping 
disorder, comprising administering to a subject in need of treatment for a sleeping disorder an 
effective amount of a compound 1 S, or a pharmaceutical* acceptable salt, solvate, or 
hydrate thereof. 

In another aspect, the invention involves modulating sleep by administering a 
therapeutically effective amount of a compound of the invention, or a pharmaceutical* 
effective salt thereof, to a subject. The method modulates sleep several ways including 
decreasmg the time to sleep onset, increasing the average sleep bout length, or increasing the 
maximum sleep bout length. 

The invention is useful for treating subjects that have a sleep disorder, in particular 
subjects that have difficulty falling asleep or remaining asleep. The invention provides 
improved sleep aid while also providing fewer side effects compared to existing sedatives 

The method includes the use of a pharmaceutically acceptable salt of a compound of 
the invention in the treatment of a sleep disorder. In one embodiment, the compound, or a 
pharmaceutically acceptable salt thereof, is administered as a monotherapy or co- 
administered with one or more additional agents as a co-therapy. The compound of the 
invention is administered orally, nasally, transdermal*, pulmonarily, inhalationally, buccal* 
sublingual*, intraperintoneally, intravenously, rectal*, intrapleurally, intrathecal* or 
parenteral*. Li one particular embodiment, the compound of the invention or 
pharmaceutically acceptable salt thereof is administered orally. The compound of the 
invention or pharmaceutically acceptable salt thereof is included in a pharmaceutical 
composition and is administered to a subject, including a human subject. Other subjects 
include farm animals, companion animals, laboratory animals and wild animals. 

The above description sets forth rather broadly the more important features of the 
present invention in order that the detailed description thereof that follows may be 
understood, and in order that the present contributions to the art may be better appreciated 
Other objects and features of the present invention will become apparent from the following 
30 detailed description considered in conjunction with the examples. 
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BRIEF DESCRIPTION OF THE DRAWINGS 

Figure 1 is a graph depicting non-rapid eye movement (NREM) sleep cumulation, in minutes 
versus tune (in hours) after administration of compound 1 (racemate) at 10 mg/kg (grey ' 
line) and 30 mg/kg (black line) versus vehicle control (grey band) 
5 Figure 2 is a graph depicting NREM sleep cumulation, in minutes, versus time (in hours) 

after administration of compound 1-R at 10 mg/kg (grey line) and 30 mg/kg (black line) 
versus vehicle control (grey band). 
Figure 3 is a graph depicting NREM sleep cumulation, in minutes, versus time (in hours) 
after administration of compound IS at 10 mg/kg (grey line) and 30 mg/kg (black line) 
1 0 versus vehicle control (grey band). 

Figure 4 is a graph depicting longest uninterrupted sleep bout (LUSB) for each hour of 
arcadian time after administration of compound 1 (racemate) at 30 mg/kg (black line) 
versus vehicle control (grey band). 
Figure 5 is a graph depicting LUSB for each hour of circadian time after administration of 

compound 1-R at 30 mg/kg (black line) versus vehicle control (grey band) 
Figure 6 is a graph depicting LUSB for each hour of circadian time after administration of 
compound 1-S at 30 mg/kg (black line) versus vehicle control (grey band). 

DETAILED DESCRIPTION OF THE INVENTION 
20 The details of one or more embodiments of the invention are set forth in the 

accompanying description below. Although any methods and materials similar or equivalent 
to those described herein can be used in the practice or testing of the present invention the 
preferred methods and materials are now described. Other features, objects, and advantages 
of the mvention will be apparent from the description. In the specification, the singular forms 
25 also include the plural unless the context clearly dictates otherwise. Unless defined 

otherwise, all technical and scientific terms used herein have the same meaning as commonly 
understood by one of ordinary skill in the art to which this invention belong, In the case of 
conflict, the present specification will control. 

The invention relates, in part, to methods of treating sleep disorders using 
30 N-substituted azaheterocyclic compounds. In particular, the invention treating subjects that 
have difficulty falling or remaining asleep. A description of preferred embodiments of the 
invention follows. 

One embodiment of the invention is a method of treating a sobjee, for a sleeping 
dtsorder, comprising administering to a snbjec, in need of treatment for a steeping disorder an 
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effective amount of a compound represented by structural formula I, or a pharmaceutical* 
acceptable salt, solvate, or hydrate thereof: 



1 /Aw.x R 2 



«?H 2 )r 



(CH 2 ) 3 
2 



The variables r and s are independently 0, 1, 2, 3 or 4. 

R 1 and R 2 independently are -H, halogen, hydroxy, -CN, -N0 2 , optionally halogenated 
C^-alkyl or C^-alkoxy, -NR 2 ^ 22 , -(S0 2 )NR 2 'r^, -NR 2 «(S0 2 )NR 22 , -(CO^R 22 
-NR (CO)R 22 , -(COR 22 , or -(C0 2 )R 22 , and r2 « ^ R « mdependently arg _ R Qr 

x is -o-, -s-, -o-ch 2 -, -ch 2 -o-, -o-ch 2 -o-, -ch 2 -o-ch 2 -, -S-CH 2 -, -CH 2 -S, 

-CH 2 CH 2 CH 2 , -CH 2 CH 2 -, -C^r')-, -CH(R«)CH 2 -, -CH 2 CH(R«), -CH=CH-CH 2 -, 
-CH 2 -CH-CH-, -CB>CH-, orf/zo-phenylene, -(C=0)-, -(S=0>, -CH 2 -(C=0)-, -(C=OVCH 2 - 

2^ r'T^: T (CH3)S02 -' - S02N(CH3K - n <* 5 >^ - 

K(K K , R , R , R , m d R independently are -H, phenyl, or C, 6 -alkyl 

Y is >N-, HM-, W or >C=C(RV. R 8 is _H, pbenyt or Ca-alkyl. In Y, only 
the underscored atom is a ring atom. 



A is -CH=CR>-, -CR^CH-, -C^C-, phen ylene, C 3 , -cycloalkylene, the completion of 
a bond, -(C=0), -(C=CH 2 )-, -(CRV°)-, -CH(OR»)-, or -CH(NHR")-. r> and R >o 
mdependently are -H, C^-unbranched alkyl, C 3 ^ -branched alkyl or C 3 . 7 -cycloalkyl R> ' is 
-H, opnonally halogenated C^-alkyl or C^-alkoxy, or phenyl optionally substituted with 
halogen, hydroxy, or optionally halogenated C^-alkyl or C w-alkoxy. 

Z is an optionally substituted group selected from a carboxylic acid or bioisostere 
thereof; an ester, a nonaromatic 3-7 membered nitrogen-containing heterocycle that is 
opfconally fused to an aryl ring; a secondary or tertiary amine substituted with an aryl 
aralkyl, heteroaryl, heteroaralkyl, 3-7 membered nonaromatic heterocycle, or 3-7 membered 
cycloalkyl group; or -N(R««)BR' 2 . B is Q^-alkylene, C 2 ^-alkenylene or C 2 ^-alkynylene R« 2 
is -(CH 2 ) m OH or -(CH 2 ) p COR 17 , m is 0, 1, 2, 3, 4, 5 or 6, and p is 0 or 1. R" is -OH, -NHR 20 
or C walkoxy and R 20 is -H or Ci. 6 -alkyl. 

In a preferred embodiment, the compound employed in the disclosed methods is 
represented by structural formula I': 
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R1 Y 



(CH 2 ) r 
Z 



The variables in structural formula I' are as provided in structural formula I. 

In a preferred embodiment, R 1 and R 2 independently are -H, halogen, hydroxy, -CN, 
-N0 2 , optionally halogenated Ce-alkyl or C M -aIkoxy, -NHR 22 , -(S0 2 )NHR 22 -NH(SC- 2 )R 22 
-(CO)NHR 22 , -NHCCOR 22 , -(CO)R 22 , or -(C0 2 )R 22 . Even more preferably, R> and R 2 are 
selected from -H, -F, -CI, -Br, -CF 3 , -OCF 3 , or CWllcyl. Preferably R 1 and R 2 are -H, -CI or 
methyl. Preferably, at least one of R 1 and R 2 is -H. Most preferably, bolh R l and R 2 are -H. 

Preferably, X is -O-, -S-, -C(R 3 R 4 )-, -CH 2 CH 2 -, -CH=CH-CH 2 -, -CH 2 -CH=CH-, 
-CH 2 -(C=0)-, -(C=0)-CH 2 -, -CH 2 CH 2 CH 2 -, -CH=CH-, -N(R 5 )-(C=0)-, -(C=0)-N(R 5 )- 
-0-CH 2 -, -CH 2 -0-, -S-CH 2 -, -CH 2 -S-, -(CO)-, -N(R 7 )- or -(S=0)-, or more preferably,'-0- 
-S-, -CH 2 CH 2 -, -CH=CH-, -0-CH 2 -, -CH 2 -0-, -OCH.O-, -S-CH 2 - or -CH 2 -S-. In another 
preferred embodiment, X is -CH 2 CH 2 -, -CH 2 -(C=0)-, -(C=0)-CH 2 -, or -CH=CH-. More 
preferably, X is -CH 2 CH 2 -, -0-CH 2 -, -CH 2 -0-, or -CH=CH-. Most preferably, X is 
-CH 2 CH 2 -. 

In another preferred embodiment, Y is >H-CH 2 -, >CH-CH 2 - or >C=CH-, or more 
preferably, >CH-CH 2 - or >C=CH-. In a more preferred embodiment, Y is >C=CH- 

Z is preferably a group represented by a structural formula selected from Z a -Z p : 

x€ xf XT" £s 



R 12 , R \« 

z a Z b z c z d 



.R 12 



c5 X) xy% 

Z f 1 Z 8 Z " 

R 12 



Z* z 1 
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.R 12 R ll d11 

/N NV T R 12 R R 12 

7 m „ R 13 \« 

^N. B .R 12 
Z p 

In structural formulas Z a -Z p , the variable n is 0, 1 or 2. R» and R 12 are as provided 
above. R 13 is -H, halogen, trifluoromethyl, hydroxy, C^-alkyl or C^-alkoxy. R 14 is -H or 
C w -alkyl. The dashed/solid line pair W, e.g., in structural formulas Z a -Z>, is optionally a 
single bond or a double bond. R 1 8 is selected from R 18a_d ; 
R 16 R 16 

MjfX >> 2 ^ V/ R16 

R 19 R 15 R 19 R 1S 

R 183 R 18b Rl8«= R 18d 

In structural formulas R 188 "* 1 , M, and M 2 independently are C or N. R 15 is -H, 
halogen, trifluoromethyl, nitro or cyano. R 16 is -H, halogen, trifluoromethyl, nitro, cyano 
-(CH 2 ),COR 17 , -(CH 2 ),OH or -(CH 2 ),S0 2 R 17 , wherein q is 0, 1 or 2. Or, R 16 is selected from 
structural formulas R Wa_g ; 



.0 

. . -M r>— 

o 

R 1<a R 16b R 16c R»« r"* R i« R 16g 



r» H S 



r19 * s -H, C|^-alkyl, phenyl or benzyl. 

Z is preferably selected from structural formulas Z a -Z k , wherein n is 1 or 2. Even 
more preferably, Z is selected from Z a , Z b , Z c , Z g , and Z 1 . 

In other preferred embodiments, the compound is represented by structural formulae I 
or P. wherein the variables R«, R 2 , r, s, and A are as provided above, and the variables X, Y, 



and Z are selected from: 
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X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >N-; and Z is a group represented by one of structural formulas Z** or Z 8 ^ wherein ^ is 
a double bond; 

X is -O-, -S-, -0-CH 2 -, -CH2-0-, -0-CH 2 -0-, -CH 2 -0-CH 2 - s -S-CH 2 -, or -CH 2 -S-; Y 
is >N-; and Z is a group represented by one of structural formulas or Z 8 " 1 , wherein J, is 
a single bond; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >N-; and Z is a group represented by one of structural formulas Z e or Z f ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >N-; and Z is a group represented by one of structural formulas Z m or Z"; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >£*-; and Z is a group represented by one of structural formulas Z° or Z p ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >N-; and Z is a group represented by one of structural formulas Z JJ ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >CH-; and Z is a group represented by one of structural formulas Z^ or Z* 4 , whereinL 
is a double bond; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >CH-; and Z is a group represented by one of structural formulas Zf* or Z 8 " 1 , wherehw 
is a single bond; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CHVO-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >CH-; and Z is a group represented by one of structural formulas Z e or Z f ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0, -CH 2 -0-CH 2 -, -S-CH 2 or -CH 2 -S-; Y 
is >QH-; and Z is a group represented by one of structural formulas Z m or Z"; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -,'or -CH 2 -S-; Y 
is >CH-; and Z is a group represented by one of structural formulas Z° or Z p ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH2-0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >CH-; and Z is a group represented by one of structural formulas Z H ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH2-0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >M-(C=0)-; and Z is a group represented by one of structural formulas Z** or Z 8 ', wherein 
is a double bond; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >H-(C=0)-; and Z is a group represented by one of structural formulas Z aH * or Z s \ wherein 
iiis- is a single bond; 
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X is -O-, -S-, - 0 -CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >M-(C=0)-; and 2 is a group represented by one of structural formulas Z* or Z r ; 

X is -O-, -S-, - 0 -CH 2 -, -CH 2 -0-, -O-CH.-O-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >N-(C-0)-; and Z is a group represented by one of structural formulas Z m or Z"; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -O-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >M-(00)-; and Z is a group represented by one of structural formulas Z° or Z p ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >N-(C=0)-; and Z is a group represented by one of structural formulas Z w ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -,'or -CH 2 -S-; Y 
is >£-C(R 8 )-; and Z is a group represented by one of structural formulas Z*« or Z 8 " 1 , wherein 
'iai- is a double bond; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >C=C(R 8 )-; and Z is a group represented by one of structural formulas Z** or Z 8 " 1 , wherein 
is a single bond; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >C=C(R 8 )-; and Z is a group represented by one of structural formulas Z e or Z f ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH3-0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or ^S-; Y 
is >Q-C(R 8 )-; and Z is a group represented by one of structural formulas Z™ or Z n ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >C=C(R 8 )-; and Z is a group represented by one of structural formulas Z° or Z p ; 

X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -0-CH 2 -0-, -CH 2 -0-CH 2 -, -S-CH 2 -, or -CH 2 -S-; Y 
is >C-C(R 8 )-; and Z is a group represented by one of structural formulas Z H ; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R»)-, -CH(R 6 )CH 2 -, or -CHiCH^-; Y is >N-; 
and Z is a group represented by one of structural formulas Z** or Z 8 "', wherein^ is a double 



bond 



X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(RV)-, -CH(R 6 )CH 2 -, or -CH.CHCR 6 )-; Y is >N S 
and Z is a group represented by one of structural formulas ZT - or Z 8 '', wherein^ is a single 
bond; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R 4 )-, -CH^CH.-, or -CH 2 CH(R 6 )-; Y is 
>N-;and Z is a group represented by one of structural formulas Z e or Z f ; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C^R 4 )-, -CH(R«)CH 2 -, or -CH.CHCR 6 )-; Y is >N-; 
and Z is a group represented by one of structural formulas Z m or Z n ; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R 4)., -CH^CH,-, or -CH.CHCR 6 )-; Y is 
>N-;and Z is a group represented by one of structural formulas Z° or Z p ; 
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X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C^R 4 )-, -CH^CH^, or -CI^CHCR 6 )-; Y is >H-; 
and Z is a group represented by one of structural formulas Z 1 " 1 ; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C^R 4 )-, -CH^CH,-, or -CH 2 CH(RV; Y is 

>CH-; and Z is a group represented by one of structural formulas Z a * or Z 8 " 1 , wherein is { 

5 double bond; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R 4 )-, -CH(R«)CH 2 -, or -CHfeCHOR 6 )-; Y is 

>CH-; and Z is a group represented by one of structural formulas Z a-d or Z 8 ' 1 , wherein is t 

single bond; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R 4 )-, -CHO^CHb-, or -CH^R 6 )-; Y is 
10 >CH-; and Z is a group represented by one of structural formulas Z e or Z f ; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C^R 4 )-, -CH^CH,-, or -CH^R 6 )-; Y is 
>CH-; and Z is a group represented by one of structural formulas Z m or Z"; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R 4 )-, -CH(R 6 )CH 2 -, or -CH 2 CH(R 6 )-; Y is 
>CH-; and Z is a group represented by one of structural formulas Z° or Z p ; 
15 X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R 4 )-, -CH(R 6 )CH 2 -, or -CHzCHCR 6 )-; Y is 

>CH-; and Z is a group represented by one of structural formulas Z J "'; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C&R 4 )-, -CH(R 6 )CH 2 -, or -CHzCHCR 6 )-; Y is 
>N-(00)-; and Z is a group represented by one of structural formulas Z a_d or Z 8 " 1 , wherein 
is a double bond; 

20 X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R 4 )-, -CH(R«)CH 2 -, or -CHfeCHCR 6 )-; Y is 

>N-(C=0)-; and Z is a group represented by one of structural formulas Z*" 41 or Z 8 " 1 , wherein 
is a single bond; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C^R 4 )-, -CHCR^CHa-, or -CHjCHCR 6 )-; Y is 
>N-(C=0)-; and Z is a group represented by one of structural formulas Z e or Z f ; 
25 X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C^R 4 )-, -CH^CH,-, or -CH 2 CH(R 6 )-; Y is 

>N-(C=0)-; and Z is a group represented by one of structural formulas Z m or Z"; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C^R 4 )-, -CH^CIfe-, or -CH 2 CH(R 6 )-;'Y is 
>N-(C=0)-; and Z is a group represented by one of structural formulas Z° or Z p ; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C^R 4 )-, -CH^CH,-, or -CrfeCHCR 6 )-; Y is 
30 >N-(C=0)-; and Z is a group represented by one of structural formulas Z H ; 

X is -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, -C(R 3 R 4 )-, -CH(R 6 )CH 2 -, or -CH 2 CH(R 6 )-; Y is 
>C=C(R 8 )-; and Z is a group represented by one of structural formulas Z 8- " or Z 8- ', wherein 
is a double bond; 
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10 



15 



20 



25 



30 



-CH.CH,. ^ RV , ct(r6)CH2 ., „ . CHiCH(RV: y . 

>£=CCR )-, and Z u a group represented by one of structural formulas Z~ or 7» wherein 
^ is a single bond; * 

>««V ^ f H2CH2 "' " CH2CH! "- - CHCR * )CH - OT "° v is 

>£-C(R )-, and Z is a group represented by one of structural formulas z" or H 

X is -CH.CH.CHr-, -CH.Ofe, -C(RiR<K -CH(R«)CH 2 , or -C H! CH(R<).; V is 

>C-C(R )-; and Z is a group represented by one of structural formulas z» or Z"- 

X is -CH 2 CH 2 CH 2 , -CH 2 CH 2 , -C<RW)-, -CH(R<)CH 2 -, or Wh^V Y is 

>£-C<R )-; and Z is a group represented by one of structural formulas 2> or Z» 

>C^ " C rf H!CH2 -' WH - -CH^CH., or -oW).; Y is 

fc-C(R y, and Zisa group represented by one of structural formulas Z"- 

X is -CH=CH-CH 2 -, -CH 2 -CH-CH, -CH-CH, or ort ^ phMyIeM . y „ — 
rs a group represented by one of structural formulas Z" or 7f\ wherein^ is a double bond- 

X is -CH-CH-CH,-, -CH 2 -CH=CH, -CH-CH-, or o rt Ao-pheny.ene; Y is > U -. and Z ' 
ts a group represented by one of structural formulas Z" or Z«, wherei„_ is a single bond- 

X is -CH=CH. C H 2 , -CH 2 -CH=CH-, -CH-CH-, or o«Ao-pbeny,ene; Y is >N S and z 
ts a group represented by one of structural formulas Z* or Z'; 

X is -CH-CH-CH,-, -CH 2 -CH-CH, ^ H -CH-, or o«/,o-pkenylene; Y is > H - and Z 
rs a group represented by one of structural formulas Z" or V- 

X is -CH-CH-CH,-, -CH..CH-CH-, -CH-CH-, or o^o-phenylene; Y is > M . ; mi Z 
is a group represented by one of structural formulas Z° or Z">- 

Xfa ^H-CH 2 - > -CH 2 -CH«CH,^ H -,oro^ < ,ph«nylene;Yi s > H . ;and2 
is a group represented by one of structural formulas Z«; 

X is -CH-CH-CH,-, -CH 2 -CH=CH-, -CH=CH-,'or o« W heny.ene; Y is >QH- and 
Z is a group represented by one of aructural formulas Z'- or Z*\ wherein^ is a double 
bond; 

X ia -CH-CH-CHr-, -CH 2 .CH=CH., -CH-CH., „ 0 „^ phOTykne . y „ ' md 

Z ts a group represented by one of snnctural formulas Z« or V\ whereuw is a shrgte 
bond; & 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or o^-phenylene; Y is >CH- and 
Z is a group represented by one of structural formulas Z e or Z r ; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH, -CH=CH, or c^-phenylene; Y is >CH-; and 
Z is a group represented by one of structural formulas Z m or Z°; 
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X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CHNCH-, or ort/ro-phenylene; Y is >CH-; and 
Z is a group represented by one of structural formulas Z° or Z p ; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or orf/,o-phenylene; Y is >CH-; and 
Z is a group represented by one of structural formulas Z H ; 
5 X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or orfAo-phenylene; Y is >N-(C=0)-; 

and Z is a group represented by one of structural formulas Z** or Z 8 ' 1 , wherein is a double 

bond; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or orf/io-phenylene; Y is >N-(C=0)-; 

and Z is a group represented by one of structural formulas Z** or Z 8 " 1 , wherein is a single 

10 bond; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or ortfo-phenylene; Y is >N-(C=0)-; 
and Z is a group represented by one of structural formulas Z e or Z f ; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or or/Ao-phenylene; Y is >N-(C=0)-; 
and Z is a group represented by one of structural formulas Z m or Z"; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or orr/»o-phenylene; Y is >N-(C=0)-; 
and Z is a group represented by one of structural formulas Z° or Z p ; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or ort/io-phenylene; Y is >N-(C=0)-; 
and Z is a group represented by one of structural formulas Z H ; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or or// JO -phenylene; Y is >C=C(R 8 )-; 

and Z is a group represented by one of structural formulas Z** or Z 8 ' 1 , wherein is a double 

bond; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or ortAo-phenylene; Y is >C=C(R 8 )-; 

and Z is a group represented by one of structural formulas 7?* or Z 8 " 1 , wherein is a single 

bond; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or ordio-phenylene; Y is >C=C(R 8 )-; 
and Z is a group represented by one of structural formulas Z e or Z f ; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or 0 rr/,o-phenylene; Y is >C=C(R 8 )-; 
and Z is a group represented by one of structural formulas Z m or Z"; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or ortfio-phenylene; Y is >C=C(R 8 )-; 
30 and Z is a group represented by one of structural formulas Z° or Z p ; 

X is -CH=CH-CH 2 -, -CH 2 -CH=CH-, -CH=CH-, or ortAo-phenylene; Y is >C=C(R 8 )-; 
and Z is a group represented by one of structural formulas Z J "'; 
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X is -(C=OK -(SO)-, -CH 2 -<00)-, -(C=0)-CH 2 -, -N(R 5 )-(00)-, -(C=0)-N(R 5 )-, 
-N(CH 3 )SO-, or -S0 2 N(CH 3 )-; Y is >M-; and Z is a group represented by one of structural ' 

formulas Z a-d or Z 8 " 1 , wherei n is a double bond; 

Xis -(C=0)-, -(S=0)-, -CH 2 -(C=0)-, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(C=0)-N(R s )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >N-; and Z is a group represented by one of structural ' 

fonnulas Z 3 "" or Z 8 " 1 , wherein is a single bond; 

X is -(C=0)-, -(S=0)-, -CH 2 -(O=0)-, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(C=0)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >N-; and Z is a group represented by one of structural ' 
formulas Z e or Z f ; 

X is -(C=0)-, -(S=0)-, -CH 2 -<C=0)-, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(C=0)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >N-; and Z is a group represented by one of structural ' 
formulas Z m or Z n ; 

X is -(C=0)-, -(S=0)-, -CH 2 -(C=0)-, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(C=0)-N(R s )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >N-; and Z is a group represented by one of structural ' 
15 formulas Z° or Z p ; 

X is -(C=0)-, -(S=0)-, -CH 2 -(C=0)-, -(C=0)-CH 2 -, -N(R s )-(C=0)-, -(C=0)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >N-; and Z is a group represented by one of structural ' 
fonnulas Z*" 1 ; 

X is -(CO)-, -(S=0)-, -CH 2 -(CK))-, -(C=0)-CH 2 -, -N(R 5 )-(00)-, -(C=0)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >CH-; and Z is a group represented by one of structural 

formulas Z a_d or Z 8_l , wherein is a double bond; 

X is -(C=0)-, -(S=0)-, -CH 2 -(C=0)-, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(C=0)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >CH-; and Z is a group represented by one of structural 

formulas Z** or Z 8 " 1 , wherein is a single bond; 

X is -(C=0)-, -(S=0)-, -CH 2 -(C=0)-, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(C=0)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -SCWCH,)-; Y is ( >CH-; and Z is a group represented by one of structural 
fonnulas Z e or Z f ; 

X is -(C=0), -(S=0)-, -CH 2 -(C=0)-, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(C=0)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >CH-; and Z is a group represented by one of structural 
30 formulas Z m or Z n ; 

X is -(C=0)-, -(S=OK -CH 2 -(C=0)-, -(C=0)-CH 2 -, -N(R 5 HOO)-, -(C=0)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >CH-; and Z is a group represented by one of structural 
fonnulas Z° or Z p ; 
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X is -(OO)-, -(SO)-, -CH 2 -(C=0)-, -(00)-CH 2 -, -N(R 5 )-(00)-, -(00)-N(R 5 )-, 
-N(CH 3 )S02-, or -S0 2 N(CH3)-; Y is >CH-; and Z is a group represented by one of structural 
formulas Z 1 " 1 ; 

X is -(C=0)-, -(S=0)-, -CH 2 -(00)-, -(C=0)-CH 2 -, -N(R 5 )-(00)-, -(00)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -SO^CH,)-; Y is >N-(O0)-; and Z is a group represented by one of 
structural fonnulas Z 8 " 1 or Z 8 " 1 , wherein is a double bond; 

X is -(OO)-, . (S=OK -CH 2 -(C=0)-, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(00)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >N-(O0)-; and Z is a group represented by one of 
structural formulas Z** or Z 8 " 1 , wherein is a single bond; 

X is -(OO)-, -(S=0)-, -CH 2 -(00)-, -(00)-CH 2 -, -N(R 5 )-(00)-, -(00)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >N-(O0)-; and Z is a group represented by one of 
structural fonnulas Z e or Z f ; 

X is -(OO)-, -(SO)-, -CH 2 -(00)-, -(00)-CH 2 -, -N(R s )-(O0)-, -(OO)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S02N(CH 3 >.; Y is >N-(00)-; and Z is a group represented by one of 
structural fonnulas Z m or Z°; 

X is -(OO)-, -(S=0)-, -CH 2 -(O0)-, -(C=0)-CH 2 -, -N(R 5 )-(O0)-, -(00)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >N-(00)-; and Z is a group represented by one of 
structural formulas Z° or Z p ; 

X is -(OO)-, -(S=0)-, -CH 2 -(00)-, -(00)-CH 2 -, -N(R 5 )-(00)-, -(00)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >N-(C=0)-; and Z is a group represented by one of 
structural formulas T}'\ 

X is -(OO)-, -(S=0)-, -CH 2 -(00)-, -(00)-CH 2 -, -N(R 5 )-(C=0)-, -(00)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >OC(R 8 )-; and Z is a group represented by one of 
structural formulas Z a ^ or 7? A , wherein is a double bond; 

X is -(C=0)-, -(S=0)-, -CH 2 -(00>, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(OO)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >OC(R 8 )-; and Z is a group represented by one of 
structural fonnulas Z a -" or Z 8 "*, wherein is a single bond; 

X is -(OO)-, -(S=0)-, -CH 2 -(00)-, -(O0)-CH 2 -, -N(R 5 )-(C=0)-, -(00)-N(R 5 )-, 
-N^SOa-, or -SO^CH,)-; Y is >OC(R 8 )-; and Z is a group represented by one of 
structural formulas Z e or Z f ; 

X is -(OO)-, -(S=0)-, -CH 2 -(00)-, -(C=0)-CH 2 -, -N(R 5 )-(00)-, -(OO)-N(R 5 )-, 
-N(CH 3 )S0 2 -, or -SCfeN^H,)-; Y is >OC(R 8 )-; and Z is a group represented by one of 
structural formulas Z m or Z D ; 
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X is -(C-OK -(SO)-, -CH 2 -(00)-, -(CK)>CH 2 -, -N(R 5 )-(C=0)-, -(C=0)-N(R 5 )- 
-N(CH 3 )S0 2 -, or -SO.NCCHa)-; Y is >C=C(R 8 )-; and Z is a group represented by one of 
structural formulas Z° or Z p ; 

Xis -(OOK -(S=0)-, -CH 2 -(C=0)-, -(C=0)-CH 2 -, -N(R 5 )-(C=0)-, -(C=0)-N(R 5 )- 
-N(CH 3 )S0 2 -, or -S0 2 N(CH 3 )-; Y is >£=C(R 8 )-; and Z is a group represented by one of 
structural formulas T}'\ 

X is -(CH 2 )N(R S )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >N-; and Z is a group represented 
by one of structural formulas ZT* or Z*\ wherein^ is a double bond; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 ), or -N(R 7 )-; Y is > Ms and Z is a group represented 
by one of structural formulas Z a " d or 7?\ wherein^ is a single bond; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >N-; and Z is a group represented 
by one of structural formulas Z e or Z f ; 

X is -(CH 2 )N(R 5 )-, -N(R S )(CH 2 K or -N(R 7 )-; Y is >N S and Z is a group represented 
by one of structural formulas Z m or Z n ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >N-; and Z is a group represented 
by one of structural formulas Z° or Z p ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >N-; and Z is a group represented 
by one of structural formulas Z* 1 ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >CH-; and Z is a group represented 
by one of structural formulas Z** or Z 8 "', wherein^, is a double bond; 

X is -(CH 2 )N(R 5 )-, -N(R S )(CH 2 K or -N(R 7 )-; Y is >CH-; and Z is a group represented 
by one of structural formulas Z 8 ^ or wherein^ is a single bond; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >CH-; and Z is a group represented 
by one of structural formulas Z e or Z f ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >CH-; and Z is a group represented 
by one of structural formulas Z m or Z n ; 

X is -(CH 2 )N(R 5 K -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >CH-; and Z is a group represented 
by one of structural formulas Z° or Z p ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >CH-; and Z is a group represented 
by one of structural formulas Z H ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >H-(C=0)-; and Z is a group 
represented by one of structural formulas Z" 1 or ZF*, wherein^ is a double bond- 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; y fa >N-(C=0)-; and Z is a group 
represented by one of structural formulas Z** or Z^, wherein^ is a single bond; 
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X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >H-(C=0)-; and Z is a group 
represented by one of structural formulas Z e or Z f ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >N-(C=0)-; and Z is a group 
represented by one of structural formulas Z m or Z n ; 
5 X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 >, or -N(R 7 )-; Y is >N-(C=0)-; and Z is a group 

represented by one of structural formulas Z° or Z p ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >N-(00)-; and Z is a group 
represented by one of structural formulas Z lA ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >C=C(R 8 )-; and Z is a group 
10 represented by one of structural formulas Z^ or Z 8 "', wherein^ is a double bond; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >£=C(R 8 )-; and Z is a group 
represented by one of structural formulas Z 8 "* or Z* 4 , whereuw is a single bond; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >Q=C(R 8 )-; and Z is a group 
represented by one of structural formulas Z e or Z f ; 
15 X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >C=C(R 8 )-; and Z is a group 

represented by one of structural formulas Z™ or Z n ; 

X is -(CH 2 )N(R 5 )-, -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >C=C(R 8 )-; and Z is a group 
represented by one of structural formulas Z° or Z p ; and 

X is -(CH 2 )N(R 5 )., -N(R 5 )(CH 2 )-, or -N(R 7 )-; Y is >C=C(R 8 )-; and Z is a group 
20 represented by one of structural formulas Z lA . 

In other embodiments, the compound is represented by structural formula I, the 
variables R 1 , R 2 , r, s, X, Y, and Z are as provided above, and the variable A is -CH=CR 9 -, 
-CR =CH-, -C=C-, phenylene, C 3 . 7 -cycloalkylene or the completion of a bond. In other 
preferred embodiments, A is -(C=0)- or -(C=CH 2 )-; or A is -CH=CR 9 - or -CR 9 =CH-; or, A is 
25 -(CR'R 10 )- or -CH(OR 23 )-. In still another embodiment, A is-CH(NHR 23 )-. R 9 , R 10 and R 23 
are as provided above. Most preferably, A is the completion of a bond. 

In other embodiments, the compound is represented by structural formula I'. 
Preferably, r is 1, 2, 3, or 4; X is -O-, -S-, -0-CH 2 -, -CH 2 -0-, -CH 2 -0-CH 2 -, -CH 2 CH 2 CH 2 -, 
-CH 2 CH 2 -, -C(R 3 R 4 )-, -CH^CH,-, -CH 2 CH(R 6 )-, -CH=CH-, -(CO)-, or -(S=0)-;. Y is 
30 >N-, >CH-, or >C=CH-; and Z is Z a -Z ! , wherein n is 1 or 2. More preferably, r is 1 , 2, or 3; X 
is -0-CH 2 -, -CH 2 -0-, -CH 2 -0-CH 2 -, -CH 2 CH 2 CH 2 -, -CH 2 CH 2 -, or -CH=CH-; Y is >CH- or 
>C=CH-; Z is Z is Z a , Z b , Z c , or Z h . Even more preferably, X is -CH 2 -0-CH 2 -, 
-CH 2 CH 2 CH 2 -, or -CH 2 CH 2 -; Y is >C=CH-; and Z is Z a , Z b , or Z c , wherein J, is a single 
bond. In preferred embodiments, R 1 and R 2 independently are -H, halogen, hydroxy, -CN, 
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-N0 2 , optionally halogenated Chalky! or C^-alkoxy; or more preferably, R« and R 2 
independently are -H, halogen, hydroxy, C.-alkyl or C^-alkoxy; or still more preferably, R' 
andR independently are -H or halogen. 

In other preferred embodiments, the compound is represented by structural formula 



wherein 




R* and R 2 independently are -H, halogen, hydroxy, -CN, -N0 2 , optionally halogenated 
C^-alkyl or Ce-alkoxy, -NR 21 R 22 , -(S0 2 )NR 21 R 22 , -NR 2, (S0 2 )NR 22 -(CO^R 22 
-NR^CO* 22 , -(CO)R 22 , or -(CO.* 22 , and R 21 and R 22 independently are -H or Chalky,- 

Ro xs opuonally halogenated C^-alkyl or C^-alkoxy, or phenyl optionally substituted 
wrth halogen, or hydroxy, or nitro or cyano, or -(CH 2 ) 9 COR> or -(CH 2 ) 9 CONHS0 2 Aryl or 
-(CH 2 ) 9 CONHS0 2 Heteroaryl or -(CH 2 ),CONHS(0) 2 -Alkyl or -(CH 2 ) 9 OH or -(CH^SO.RP 
or, -(CH 2 ) 9 S(0) 2 NHCO-alkyl, or -(CH 2 ) 9 S(0) 2 NHCO-aryl, or -(CH 2 ) 9 S(0)NHCO-alkyl or 



HN ^ 



-(CH 2 ) 9 S(0)NHCO-aryl, or -(CH^OXOHH, or -(CH 2 ) ? P(0)OH, or -(CH 2 ) 9 W 



O ' >or 



-(CH 2 ) 9 '"V . 

wherein q is 0, 1 or 2; 
R p isH,OHorC M alkyl, 
ris 1,2, 3 or 4; 
m is 1 or 2, and 

t is 1, 2, or 3, such that there are 1, 2, or 3 R, substitute on the nitrogen containing ring. 

m other preferred embodiments, the compound is represented by structural formula 
Ilia or TTTh; 
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ma 



inb 



wherein , 

i 

R 1 and R 2 independently are -H, halogen, hydroxy, -CN, -N0 2 , optionally halogenated 
C^-alkyl or C^-alkoxy, -NR^R 22 , -(SO^NR^R 22 , -NR 21 (SO z )NR 22 , -(CO)NR 21 R 22 , 
-NR^CCOR 22 , -(COR 22 , or -(^R 22 , and R 2 ' and R 22 independently are -H or CWlkyl; 

R x and R y are, independently, hydrogen, optionally halogenated Ce-alkyl or C^-alkoxy, 
or, taken together, R x and R y form a bond; 

T is COOH, or COOR'or CONHS0 2 Aryl, or CONHSOiHeteroaryl or CONHS(0) 2 Alkyl 
or SO3H, or, S(0)2NHCOAlkyl, or S(0) 2 NHCOAryl, or S(0)NHCOAlkyl, or 



S(0)NHCO-aryl, orP(0)(OH)2, 




O 



R a is Ci-C 6 alkyl; 
q is 0, 1 or 2; 
15 r is 1,2, 3 or 4; and 

m is 1 or 2. 
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In other preferred embodiments, the compound is repented by 
IVa or non- 



structural formula 




IVa 



(CH 2 ) q T 



IVb 

wherein 

C R T " f hal °^ h ^°xy, -CN, -NO, optionally halogenated 

CWalkyl or C^-alkoxy, -NR 'R 22 , -(SO^R 22 , -NR 2 '(S0 2 )NR 22 -(CO)NR 2 >R 22 

-NR 21 (CO)R 22 ,-(CO)R 22 ,or-(C0 2 )R 22 and R 2 < anrf . . A ' 

J »andR andR mdependentiy are -H or C. ^-allcvl- 

T, COOH, orCOORVCONHSO^,, „ r CONH S02 He t eroa^„ r cONH S (0)X 
or SO3H, or, S^NHCOA^, or SfO^NHCOAry,, or S^NHCOAHcyl, or 

o 



I N T 



/ 



S(0)NHCO-aryI, or P(0)(OH) 2 , or 
R a isCi-C 6 alkyl; 
qisO, 1 or 2 and 
ris 1,2,3 or 4. 

V. or Vo: ^ aBb0afaen,S ' «" COn ">°™ i fa — *» sectoral fonnuta 
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U 




R 2 



Va 



9 

U 




R 2 



Vb 



wherein 



R and R independently are -H, halogen, hydroxy, -CN, -N0 2 , optionally halogenated 
d-e-alkyl or Ce-alkoxy, -NR 21 R 22 , -(SC^NR^R 22 , -NR 2, (S0 2 )NR 22 , -(CONR^R 22 , 
-NR^CCOR 22 , -(CO)R 22 , or -(CC^R 22 , R 2 » and R 22 independently are -H or C^-alkyl; 

R a is Ci-C 6 alkyl; 



In preferred embodiments, R 1 and R 2 are hydrogen or halogen. 
In preferred embodiments, the compound is selected from: 

(R)-l-(3-(10,ll-Dihydro-5H-dibenzo[a,d]cyclohepten-5-ylidene)-l-propyl)-3- 
piperidinecarboxylic acid; 

(S)-l-(3-(10,U-Dihydro-5H-dibenzo[a,d]cyclohepten-5-ylidene)-l-propyl)-3- 
piperidinecarboxylic acid; 

(l<3-(10,ll-Dmydro-5H-diT J enz[b,f]azepm-5-yl)-l-propyl)-3-piperidm^^ 

(2S,4R)-l<3<10,ll-Dmydro-5H^ibenz(b,f]azepin-5-yl)-l-propyl)-4-hydroxy-2- 
pyrrolidinecarboxylic acid; 

(3-(10, 1 l-Dmydro-5H-dibenzo|>4]azepin-5-yl).2-hydroxy-propyl)-4- 
piperidinecarboxyhc acid; 



p 



and U is COOH, or COOR a or CONHS0 2 Aryl, or 




,or 
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pipendinecarboxylic acid; yiupyij-n 

(RH-P-00,1 l-Dihydro-SH-dibenzoMcyclohepten-S-ylidenO-l-pr^vM. 
pipendinecarboxylic acid; 

(R)-l-(2-(10,l l-dihydro-SH-dibenzotb^azepin-S-yO-l-methyl-ethyl)^ 
pipendinecarboxylic acid; 

(R)-l-(2-(10,l l-Dihydro-5H^ber^[b,f]a Z epin-5-ylcarbonyl)-l- be ,^^ 
pipendinecarboxylic acid; 

(R)-l-(2-(10,l l-^y<to-5H^W[b,flazepin-5-yl m ethyl)-l-p eil i y i ) .3. 
piperidinecarboxylic acid; 

(R)-l-(2-(10,l l-Dihydro-SH^benzotb.qazepin-S-ylmethyO-benzyO-S- 
pipendinecarboxylic acid; 

^(MlOaWihydro-SM^ 
pipendinecarboxylic acid y ; 

(R)-i-(3- ( io,i i-ra^5Mb^^ 

pipendinecarboxylic acid; 

^>H3^1041-Dihydro-5H^^ 
piperidinecarboxylic acid; 

(R)-lK3-(10,ll-Dmydro-5H^benzo[a4]cyclohepten-5-ylidene)-l-p^^ 
pyrrohdinecarboxylic acid; 

^^lOJl-Dihydro-SH-d^^ 
piperidinecarboxamide; 

^>H3-(10,1 l-Dfcydro-SH^iben^^ 
pipendinecarboxylic acid; 

^HMlO.ll-Daydro-SH^ 
piperidinecarboxylic acid; 

(R)-H3<10Jl-Dmydro^^^ 

pipendinecarboxylic acid; 

(R)-l-(3-(10,l l-Dihydro-5HKiibenzo[b,fIazepin-5.yl)-3-oxopropyl)-3- 
piperidinecarboxylic acid; 
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<R»-(4- (1 0,l l-Daydro-SH^WMJcydohep^-s-y,).^,, 3 . 
piperidinecarboxylic acid; 

(R)-l W 10 'n-Dihydro.5H-dibe Mo[ b,f]a 2e pin.5-yl)-2-butyn-l^ 
piperidinecarboxylic acid; 

(SH^KlO^-Dttydro-SH-dibenzoM,^,,^ 
pyrrohdinecarboxyKc acid; P W 

H2<10J l-Dihydro-SH^^ 
piperidinecarboxylic acid; 

l-(2-(10,l l-D%dro-5H-d^ 
piperidinecarboxylic acid; 

K2-00.1 1 -^ydro-5H-dib e ^o [ a ) d]cyclohep te n-5-ylidene)-l^ 
pipendinecarboxylic acid; ' 

l-(2-(10,l 
pipendinecarboxylic acid; 

pipendinecarboxylic acid; 

pipendinecarboxylic acid; 

pipendinecarboxylic acid; 

«0 "^^^^^'-^-^^c acid; 
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H3-(10,11-Dih^^ 
piperidinecarboxylic acid; 

l-(3-(10,ll-Daydro-5H-diben2o[a,d]cyclohepten-5-ylidene)-l-propyl)-2. 
piperidinecarboxyKc acid; 

l-(3-(10,ll-Dihydro-5H-dibenzo[a,d]cyclohepten-5-ylidene)-l-propyl)-4. 
piperidinecarboxylic acid; 

H3K10,ll-I^y<to-5H^ibenzo[b,d]a Ze pm.5-ylH2R).me^ 
piperidinecarboxylic acid; 

l-(3-(10,l l-MflfilRi^-dib^^ 
piperidinecarboxylic acid; 

H3-(10,l l-Dihydro-5H-dibenzo[b,f]azepin-5-ylH2R).methyl^ 
piperidinecarboxylic acid; 

l-(3-(10,ll-Daydro-SH-d^^ 
pyrrolidinylacetic acid: 

l-(3-(10,l l-Dihydr 0 -5H-diben2o[b,f]azepin-5-yl)^2R)-methyl-l-propylH. 
piperidinecarboxylic acid; 

l-(3-(10,l l-Dihydro-SH-dibeiizoMazepin-S-y^-l-methyl-l-propylH^ 
piperidinecarboxylic acid; 

H3<10Jl-Dmydro-5H-d^^ 
acid; 

l-(3-(10,l l-Dihydre-SH-dibenzoM^^ 
piperidinecarboxylic acid; 

H3<1041-Dihyd*o-5H-dibenzoM^ 
piperidinecarboxylic acid; 

l-(3-(10,l l-Dihydro-SH-dibenzoIb^azepin-S-y^^-methyl-S-oxo-propyO-S- 
piperidinearboxylic acid; 

lK3<10,ll-Dihydro-5H-dibeiizo[b,i]azepin-5-yl)-2.propoxypropyl)-4. 
piperidinecarboxylic acid; 

l-(3K10OH-Phenoxazin40-yl)-l-propyl)^-piperidinecarboxylicacid; 
l-(3-(2,8-Dibromo-10,l l-dihydro-SH-dibenz^qazepin-S-yD-l-propyl)^- 
piperidinecarboxylic acid; 

H3<2<:Uoro-10,llHiaydxo-5^^ 
piperidinecarboxylic acid; 
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l-(3-(3 ,7-Dichloro-10 ,1 l^ihydro-5H-diT)en2[b,f]a2epin-5-yl)-l.propyl)-4- 
piperidinecarboxylic acid; 

H3-(3J-Dimethyl-10,ll-dihydro-5H-di^^^ 
piperidinecarboxylic acid; 
5 H3^3-Oiloro-10Jl-dihyd^ 
piperidinecarboxylic acid; 

l-(3-(3-CMoro-10,l 1-dihydro-^ 
piperidinecarboxylic acid; 

l-(3-(3-Chloro-10,ll-dihydro-5H^ibenzoI>,f]azepin-5-yl) 
10 piperidinecarboxylic acid; 

l-(3-(3-Dimethylammo-10,l 1-^ 
piperidinecarboxylic acid; 

H3-(3-Methoxy-10^ 1-dftydro^^ 
(3R)-piperidinecarboxylic acid; 
15 H3K3-Methyl-10aiHUhydro-^ 
piperidinecarboxylic acid; 

l<3-(3-Methyl.l041-dihydro-5H-dibenzo[a,d]cyclohepten-5-ylidene)-4- 
piperidinecarboxylic acid; 

1 -(3-(3-Methyl-l 0, 1 1 -dihydro-5H-dibenzo[b,f]azepin-5-yl)-(2R)-methyl- 1 -propyl)-(3R)- 
20 piperidinecarboxylic acid; 

1- (3-(3-Trifluoromethyl-10,l l-dihydro-5H-dibenzo[b,f]azepin-5-yl)-(2R)-methyl-l- 
propyl)-(3R)-piperidinecarboxylic acid; 

1 -(4-(l 0,1 1 -Dihydro-5H-dibenzo[b,f]azepin-5-yl)-(2E)-butenyl)-(3R). 
piperidinecarboxylic acid; 

25 l-(4-(10,ll-Dihydro.5H-dibenzo[>,f]azepin-5-yl)-(2Z)-butenyl)-(3R)- 
piperidinecarboxylic acid; 

H4-(10,ll-Dihydro-5H-dibenzo[b,^ 
acid; 

2- (H3-(1041-Dmydrodibenzo[b,f]azep^ 
30 nicotinic acid; 

2-(3-(l 0, 1 1 -Dihydro-5H-dibenz[b,f]azepin-5-yl)- 1 -propyl)-l ,2,3,4-tetrahydro-3- 
isoquinolinecarboxylic acid; 

2-(3-( 1 0, 1 1 -Dihydro-5H-dibenz[b,f]azepin-5-yl).l -propyl)- 1 ,2,3,4-tetrahydro-4- 
isoquinolinecarboxylic acid; 
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10 



2.(4.(3.(10,1 l"I>ihydro-5H-dibe^^ 
piperazinyl)-nicotinic acid; 

2 WH10,11-Dihydxo-5H^^^ 
yl)nicotinic acid; 

4<3-C10,n. Day d ro -5H.dibe^^ 

/^-(lO.n-Dttydro-SH^b^^ 
and * 

4-(4-CHoropheny^ 
piperidinol. 

Where a compound is recited as an enantiomer.it is understood that the optical isomer 
is also included in the methods of the invention. 

In a preferred embodiment, the compound is compound 1: 




15 



In another preferred embodiment, the compound is the R isomer of 1, represented by 
structural formula 1-R. 




1-R 



Still another preferred embodiment of the compound is the S isomer of 1, represented 
by structural formula IS. 



20 




IS 



In another embodiment, the invention involves modulating sleep by administering a 
therapeutically effective amount of a compound of the invention, or a pharmaceutically 
effective salt thereof, to a subject, lire method modulates sleep several ways including 
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decreasing the time to sleep onset, increasing the average sleep bout length, and increasing 
the maximum sleep bout length. 

A "subject" includes mammals, e.g. y humans, companion animals (e.g, dogs, cats 
birds, and the like), farm animals (e*. cows, sheep, pigs, horses, fowl, and the like) and ' 
laboratory animals (**., rats, mice, guinea pigs, birds, and the like). Most preferably, the 
subject is human. 

A subject in need of treatment has a sleep disorder that can affect the subject's ability 
to fall asleep and/or remain asleep, and/or results in unrefreshing sleep. 

A subject in need of treatment has a sleep disorder which affects the subject's ability 
to fall asleep and/or remain asleep, and/or results in unrefreshing sleep. The term "sleep 
disorder" includes insomnia, night terrors, bruxism, somnambulism, sleep apnea, restless leg 
syndrome, unrefreshing sleep, seasonal affective disorder, circadian rhythm adjustment 
disorders, and the like. Insomnia is typically classed into sleep onset insomnia, where a 
subject takes more than 30 minutes to fall asleep; and sleep maintenance insomnia, where the 
subject spends more than 30 minutes awake during an expected sleep period, or, for example 
waking before the desired wake-up time with an inability to get back to sleep. "Sleep 
disorders" include both endogenous disorders, such as sleep apnea, and disorders related to 
behavroral or external environmental factors. For example, "sleep disorders" include a 
subject's difficulty in adjusting to a new circadian rhythm, for example, due to "jet lag- 
night, extended, or irregular work shifts; and the like. A "sleep disorder" can also arise 'in a 
subject that has other disorders, diseases, or injuries, or in a subject being treated with other 
medications, where the subject as a result has difficulty falling asleep and/or remaining 
asleep, or experiences unrefreshing sleep. For example, the disclosed method is useful for 
inducing sleep in a subject having difficulty sleeping as the result of undergoing 
chemotherapy, or as a result of injuries, or as the result of stress or mood disorders such as 
depression, anxiety, and the like. 

As used herein, the term "sleep disorder" includes conditions recognized by one 
skilled in the art as sleep disorders, for example, conditions known in the art or conditions 
which are proposed to be sleep disorders or discovered to be sleep disorders. See, for 
example, Thorpy, MJ International Classification of Sleep Disorders, Revised: Diagtiostic 
and Coding Manual. American Sleep Disorders Association; Rochester, Minnesota 1997- and 
ICD-9-CM, International Classification of Diseases, Ninth Revision, Clinical Modification 
National Center for Health Statistics, Hyattsville, MD. 
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Forexample, sleep disorders can be general* classed intodyssomnias e* iMtfa , c 

assoc.afcdw.th and other medica, disorders; and other sieep dialers 

Inhms, s,eep drsorders incmde, for examp,e, psychophysidogica, insolia, s,eep 
•ate nnspercepnon, .diopathic insomnia, narooiepsy, recurrent hypersomnia, idiopanri 

pos.-.aunra.io hypersomnia, obstructive sieep apnea syndrom , clu Lp 
pneasyndmme, centra, a,veo,ar hypoventflation syndmme, periodic Hmbmovemen, 
disorder, resttess legs syndmme, and the like. 

Extrinsic sleep disorders include, for example, inadequate sleep hygiene 

ZZ^J^-:"* 6 *^ ^-isorder.insufflcients.eep 
ayndrome, Imnt-seflmg sl eep dtsorder, sleep-onse, aasociaflon disorder, food allergy 

ZZTT T 8 (drinktas) syndrome ' °>~P 

disorder, and the like. «uMwweep 

C ^*^s I ec P a s „ I de re mc lmi e,fo r e M mp 1 e,flme.onechange(je, 1 ag, 
syndrome, ah* worh sleep disorder, toegular steep-^e pattern, ddayefl s^pL 
syndrome, advanced s,eep phase syndrome, non-24-h sleep-^e disorder, J^Z 

sleen J^T^T*" "ntdisorder 
sleep starts, sleeptalkmg, nocturnal leg cramps, and the like 

unpaid .eep-relatefl pen* erections, sleep-relarefl pamm, erecdona, REM s^Z 
25 ^arrestREMdeepbehaviordisordera.andmeUke 

ahnormr er r S ° m,iaS faC,U<b, f ° reXamP ' e ' ^ -P— K plated 

nocmma dead, syndrome, primary snoring, infant sieep apnea, congenita, cenl, 

lTrr° n ~^ MM ^ dMfc ^^-»--pmyoc,o„„ s , 



15 



30 



A " sl ^<^ , al»^esm.snb J e«u^h iB< * OTme d, cwdisolx ^ <lisesses 
umefmsmng s.eep, ,g., the snbjec, experiencea steep deprivation. For example, some 
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subjects have difficulty sleeping after undergoing medical treatment for other conditions, e.g., 
chemotherapy or surgery, or as a result of pain or other effects of physical injuries. 

It is well known in the art that certain medical disorders, for example, central nervous 
system (CNS) disorders, e.g. mental or neurological disorders, e.g., anxiety, can have a sleep 
5 disorder component, e.g., sleep deprivation. Thus, "treating a sleep disorder" also includes 
treating a sleep disorder component of other disorders, e.g., CNS disorders. Further, treating 
the sleep disorder component of CNS disorders can also have the beneficial effect of 
ameliorating other symptoms associated with the disorder. For example, in some subjects 
experiencing anxiety coupled with sleep deprivation, treating the sleep deprivation 

10 component also treats the anxiety component. Thus, the present invention also includes a 
method of treating such medical disorders. 

For example, sleep disorders associated with mental disorders include psychoses, 
mood disorders, anxiety disorders, panic disorder, addictions, and the like. Specific mental 
disorders include, for example, depression, obsessive compulsive disorder, affective 

1 5 neurosis/disorder, depressive neurosis/disorder, anxiety neurosis; dysthymic disorder, 

behavior disorder, mood disorder, schizophrenia, manic depression, delirium, alcoholism, and 
the like. 

Sleep disorders associated with neurological disorders include, for example, cerebral 
degenerative disorders, dementia, parkinsonism, fatal familial insomnia, sleep related 
20 epilepsy, electrical status epilepticus of sleep, sleep-related headaches, and the like. Sleep 
disorders associated with other medical disorders include, for example, sleeping sickness, 
nocturnal cardiac ischemia, chronic obstructive pulmonary disease, sleep-related asthma, 
sleep-related gastroesophageal reflux, peptic ulcer disease, fibrositis syndrome, and the like. 
In some circumstances, sleep disorders are also associated with pain, e.g., neuropathic 
25 pain associated with restless leg syndrome; migraine; hyperalgesia, pain; enhanced or 
exaggerated sensitivity to pain, such as hyperalgesia, causalgia and allodynia; acute pain; 
burn pain; atypical facial pain; neuropathic pain; back pain; complex regional pain syndromes 
I and H; arthritic pain; sports injury pain; pain related to infection, e.g., HTV, post-polio 
syndrome, and post-herpetic neuralgia; phantom limh pain; labor pain; cancer pain; post- 
30 chemotherapy pain; post-stroke pain; post-operative pain; neuralgia; conditions associated 
with visceral pain including irritable bowel syndrome, migraine and angina; and the like. 

Other sleep disorders include, for example, short sleeper, long sleeper, 
subwakefulness syndrome, fragmentary myoclonus, sleep hyperhidrosis, menstrual- 
associated sleep disorder, pregnancy-associated sleep disorder, terrifying hypnagogic 
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tachypnea, sleep-related laryngospasm, deep 

choking syndrome, and the like. 

Insomnia is typicaUy classed into sleep onset insomnia, where a subject takes more 
than 30 minutes to fell asleep; and sleep maintenance insomnia, where the subject spends 
more than 30 minutes awake during an expected sleep period, or, for example, waking before 
the desned wake-up time with difficulty or an inability to get back to sleep. The disclosed 
compounds are particularly effective in treating sleep onset and sleep maintenance insomnias 
msomma resulting from circadian rhythm adjustment disorders, or insomnia resulting from ' 
CNS dasorders. A preferred embodiment is treating a subject for a circadian rhythm 
adjustment disorder. Another preferred embodiment is treating a subject for insomnia 
resultmg from a mood disorder. In other embodiments, a subject is treated for sleep apnea, 
somnambulism, night terrors, restless leg syndrome, sleep onset insomnia, and sleep 
mamtenance insomnia; or more preferably, sleep onset insomnia or sleep maintenance 
rnsomma. The disclosed compounds are particularly effective for treating sleep onset 
msomma. The disclosed compounds are also particularly effective for treating sleep 
maintenance insomnia. 

An "effective amount- of a compound of the disclosed Invention is the quantity 
whtch, when administered to a subject in need of treatment, results fa to subje<: , fellin 
asleep more rapidly, results in more reftbsbing sleep, reduces duration or fiequency of 
wakmg during a sleep period, or reduces to duration, fiequency, or intensity of episodes of 
ntght tenors, bruxism, or somnambulism. The amount of the disclosed compound to be 
administered to a subject will depend on the particular disorder, the mode of administration 
co-administered compounds, if any, and the characteristics of the subject, such as genera. ' 
health, other diseases, age, sex, genotype, body weight and tolerance to drugs, lie skilled 
artisan win be ab.e to determine appropriate dosages depending on these and other factors 
Effective amounts of the discfosed compounds typically nutge between about 0.0. mg/kg per 
day and about 100 mg/kg per day, and preferably between 0.1 mg/kg per day and about 10 
mg/kg/day. Techniques for adminisuntion of the disclosed compounds of the invention can 
be found in Ratings lhe &fe , lce a ^ Pmaice ofPlmmacy _ 19 » ^ ^ 

Co., Eaaton, PA (1995), me entire teachings of which are incorporated herein by reference 
The disclosed compounds may contain one or more chirai centers. The presence of 
ctaal centers in a molecule gives rise to stereoisomers. For example, a pair of optical 
tsomers, refold to as ••enantiomers", exist for every chira. center in a motecule. A pair of 
mastereomera exist for every chira. center in a compound having two or more ohhal centers 
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When, the statural formulas or compound names do not explicitly denote stereochemistry 
it is to be understood that these encompass enantiomers free from the corresponding optical 
isomer, racemic mixtures, mixtures enriched in one enantiomer relative to its corresponding 
optical isomer, a diastereomer free of other diastereomers, a pair of diastereomers free from 
other diasteromeric pairs, mixtures of diasteromers, mixtures of diasteromeric pairs, mixtures 
of diasteromers in which one diastereomer is enriched relative to the other diastereomer(s) 
and mixtures of diasteromeric pairs in which one diastereomeric pair is enriched relative to 
the other diastereomeric pair(s). 

The term "stereochemical^ isomeric forms" as used herein defines all the possible 
stereoisomeric forms in which the compounds of the invention exist, including enantiomers 
enantiomeric mixtures and diastereomeric mixtures. Unless otherwise mentioned or 
indicated, the chemical designation of compounds denotes the mixture, and in particular the 
racemic mixture, of all possible stereochemically isomeric forms, said mixtures containing all 
diastereomers and enantiomers of the basic molecular structure. Stereochemically isomeric 
forms of the compounds of the invention and mixtures of such forms are intended to be 
encompassed by the formulae used herein. 

Pure stereoisomeric forms of the compounds as mentioned herein are defined as 
isomers substantially free of other enantiomeric or diastereomeric forms of the same basic 
molecular structure of the compounds. In particular, the term "stereoisomerically pure 
compounds" concerns compounds having a stereoisomeric excess of at least 80% (i e 
minimum 90% of one isomer and maximum 10% of the other possible isomers) up to a 
stereoisomeric excess of 100% (i. e . 100% of one isomer and none of the other), more in 
particular, compounds having a stereoisomeric excess of 90% up to 10 0 o/ o , even more in 
particular having a stereoisomeric excess of 94% up to 100% and most in particular having a 
stereoisomeric excess of 97% up to 100% The terms "enantiomerically pure" and 
"diastereomerically pure" or equivalent terms should be understood in a similar way, but then 
havmg regard to the enantiomeric excess, respectively the diastereomeric excess of the 
mixture in question. 

A "pharmaceutically acceptable salt" of the disclosed compound is a product of the 
disclosed compound that contains an ionic bond, and is typically produced by reacting the 
disclosed compound with either an acid or a base, suitable for administering to a subject 

For example, an acid salt of a compound containing an amine or other basic group can 
be obtained by reacting the compound with a suitable organic or inorganic acid, such as 
hydrogen chloride, hydrogen bromide, acetic acid, perchloric acid and the like. Compounds 
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Mdt *T V T w a,so cw,,ain a cou,,,enu,ion -* - — * «—* 

,o*de acetate, perchlora* ^ to ^ oflKr ^ rf ^ • 

^rT^ meto — • — * «— * ^ «— r 

^<^( + )-~(->^ teor ^ ftereofillcIudingracem . 

5 succinates, benzoates and salts with amino acids such as ghmmfcacid 

made wm, a base which affords a phamraceuticauy acceplable canon, which JZZZ 
^ mete, salts (especially sodium and polassiunl) , ^ ^ ^ 
0 and magnemum), amminum sahs and ammonium salte, as wcU as salts madtftom 

phyaologicany accepfcble organic bases such as himemylamme, «em yl amine, morphotine 
Pyndme, pyridine, picoline, dicyclohexylamme, N, ^WylemylLdiamme 
^hydroxyemyhmune, bis^-hydroxye^amine, ^-hydroxycmyOamine, procaine 
mbenzylp.pcndme, N-benzyl-3-phencmylamine, dehydroabieryiamine 
■ HN^^^^ N . meftylglucamiiie co]Bdta 

and basic ammo acid such as lysine and arginine. .qumolme, 

C ^ COT P°^^theirsatemayalsoexi s ,tamefonnofsolvates,forcxampIe 
hydmtes, and me pr.cn, iuvention inemdes each solvate and mixmres .hereof 

^^^a^rmaceu.ca.composinon-isaformu.admrcon.ahnngnre 
drsciosed compounds in a form au*ab.e for adntinistiution m a subject The pharmLuca, 

™™-hembn tt ormnm t do Mg . to .^^,^ &m J teta ^ 1 

emaol mhater, or a vral. The q nami«y of active iugredien, . fomulation 
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amount in the range described herein. Techniques for formulation and administration of the 
disclosed compounds of the invention can be found in Remington: the Science and Practice 
of Pharmacy, above. 

Typically, the compound is prepared for oral administration, wherein the disclosed 
compounds or salts thereof can be combined with a suitable solid or liquid carrier or diluent 
to form capsules, tablets, pills, powders, syrups, solutions, suspensions and the like. 

The tablets, pills, capsules, and the like contain from about 1 to about 99 weight 
percent of the active ingredient and a binder such as gum tragacanth, acacias, corn starch or 
gelatin; excipients such as dicalcium phosphate; a disintegrating agent such as corn starch 
potato starch or alginic acid; a lubricant such as magnesium stearate; and/or a sweetening ' 
agent such as sucrose, lactose or saccharin. When a dosage unit form is a capsule it may 
contam, in addition to materials of the above type, a liquid carrier such as a tatty oil 

Various other materials may be present as coatings or to modify the physical form of 
the dosage unit For instance, tablets may be coated with shellac, sugar or both. A syrup or 
ehxtr may contain, in addition to the active ingredient, sucrose as a sweetening agent, methyl 
and propylparabens as preservatives, a dye and a flavoring such as cherry or orange flavor 
and the like. ' 

For parental administration of the disclosed compounds, or salts, solvates, or hydrates 
thereof, can be combined with sterile aqueous or organic media to form injectable solutions 
or suspensions. For example, solutions in sesame or peanut oil, aqueous propylene glycol and 
the like can be used, as well as aqueous solutions of water-soluble 
Pharmaceutically-acceptable salts of the compound, Dispersions can also be prepared in 
glycerol, liquid polyethylene glycols and mixtures thereof in oils. Under ordinary conditions 
of storage and use, these preparations contain a preservative to prevent the growth of 
microorganisms. 

For rectal admmistration, suitable pharmaceutical compositions are, for example, 
topical preparations, suppositories or enemas. 

In addition, the compounds may also be formulated to deliver the active agent by 
pulmonary administration, e. g ., adnnnistration of an aerosol formulation containing the active 
agent from, for example, a manual pump spray, nebulizer or pressurized metered-dose 
mhaler. Suitable formulations of this type can also include other agents, such as antistatic 
agents, to maintain the disclosed compounds as effective aerosols. 

™ ete -"P^°nary^^ 
functton 1S gas exchange with the external environment, i.e. , CVCO, exchange, within a 
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patient. "Pulmonary" typically refers to the tissues of the respiratory tract. Thus, the phrase 
pulmonary administration" refers to administering the formulations described herein to any 
part, tissue or organ whose primary function is gas exchange with the external environment 
(**. mouth, nose, pharynx, oropharynx, laryngopharynx, larynx, trachea, carina, bronchi 
bronchioles, alveoli). For purposes of the present invention, "pulmonary" is also meant to 
include a tissue or cavity that is contingent to the respiratory tract, in particular, the sinuses 
A drug delivery device for delivering aerosols comprises a suitable aerosol canister 
with a metering valve containing a pharmaceutical aerosol formulation as described and an 
actuator housing adapted to hold the canister and allow for drug delivery. The canister in the 
drug dehvery device has a head space representing greater than about 15% of the total 
volume of the canister. Often, the polymer intended for pulmonary administration is 
dissolved, suspended or emulsified in a mixture of a solvent, surfactant and propellant The 
rmxture is maintained under pressure in a canister that has been sealed with a metering valve 

For nasal administration, either a solid or a liquid carrier can be used. The solid 
earner includes a coarse powder having particle size in the range of, for example, from about 
20 to about 500 microns and such formulation is administered by rapid inhalation through the 
nasal passages. Where the liquid carrier is used, the formulation may be administered as a 
nasal spray or drops and may include oil or aqueous solutions of the active ingredients 

Also contemplated are formulations that are rapidly dispersing dosage forms, also 
known as "flash dose" form, In particular, some embodiments of the present invention are 
formulated as compositions that release their active ingredients within a short period of time 
e.g., typrcally less than about five minutes, preferably less than about ninety seconds more ' 
preferably in less than about thirty seconds and most preferably in less than about ten or 
fifteen seconds. Such formulations are suitable for administration to a subject via a variety of 
routes, for example by insertion into a body cavity or application to a moist body surface or 
open wound. 

Typically, a "flash dosage" is a solid dosage form that is administered orally which 
raprdly disperses in the mouth, and hence does not require great effort in swallowing and 
allows the compound to be rapidly ingested or absorbed through the oral mucosal 
membrane, In some embodiments, suitable rapidly dispersing dosage forms are also used in 
other applications, including the treatment of wounds and other bodily insults and diseased 
states m which release of the medicament by externally supplied moisture is not possible 

"Flash dose" forms are known in the art; see for example, effervescent dosage forms 
and qmck release coatings of insoluble microparticles in U.S. Pat. Nos. 5,578,322 and 
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5,607,697; freeze dried foams and liquids in U.S. Pat. Nos. 4,642,903 and 5,631,023- melt 
spmmng of dosage forms in U.S. Pat. Nos. 4,855,326, 5,380,473 and 5,518,730; solid, free- 
form fabrication in U.S. Pat No. 6,471,992; saccharide-based carrier matrix and a liquid 
bmder in U.S. Pat No, 5,587,172, 5,616,344, 6,277,406, and 5,622,719; and other forms 
5 known to the art. 

Also contemplated are formulations, e.g., liquid formulations, including cyclic or 
acyclic encapsulating or solvating agents, , g ., cyclodextrins, polyethers, or polysaccharides 
(e.g., methylcellulose), or more preferably, polyanionic B-cyclodextrin derivatives with a 
sodmm sulfonate salt group separate from the lipophilic cavity by an alkyl ether spacer group 
10 or polysaccharides. In a preferred embodiment, the agent is methylcellulose. In another 
preferred embodiment the agent is a polyanionic B-cyclodextrin derivative with a sodium 
sulfonate salt separated from the lipophilic cavity by a butyl ether spacer group e g. 
CAPT1SOL® (CyDex, Overland, KS). One skilled in the art can evaluate suitable ' 
agent/disclosed compound formulation ratios by preparing a solution of the agent in water 
15 e.g., a 40o/o by weight solution; preparing serial dilutions, e.g. to make solutions of 20«>/ o 10 
5%, 2.5o/ 0j 0% (control), and the like; adding an excess (compared to the amount that can be' 
solubilized by the agent) of the disclosed compound; mixing under appropriate conditions 
e.g, heating, agitation, sonication, and the like; centrifuging or filtering the resulting mixtures 
to obtam clear solutions; and analyzing the solutions for concentration of the disclosed 
20 compound. 

In addition to the therapeutic formulations described above, a therapy including the 
compounds of the present invention optionally includes, or be co-administered with one or 
more additional therapies, e.g, drugs or physical or behavioral treatments { ,g., light therapy 
electrical stimulation, behavior modification, cognitive therapy, circadian rhythm 

25 modification, and the like). Such a practice is referred to as "combination therapy » The 
other therapy or therapies in the combination therapy include therapies recognized by one 
stalled m the art as desirable in combination with the compound of the invention for 
example, therapies known to the art or therapies which are proposed or discovered in the art 
for treatmg sleep disorders or treating diseases associated with sleep disorders, for example 

50 therapies for any of the sleep disorders or other conditions disclosed herein. In some ' 
embodiments the compound is administered as a combination therapy whereas it is 
admmistered as a monotherapy in other embodiments, locally, the compound is 
administered as a monotherapy. 
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It will be appreciated by one skilled in the art that a therapy administered in 
combination with the compounds of the present invention can be directed to the same or a 
different disorder target as that being targeted by the compounds of the present invention 
Admmrstration of the compound of the invention may be first, followed by the other therapy- 
or administration of the other therapy may be first. The other therapy is any known in the art 
to treat, prevent, or reduce the symptoms of the targeted disorder, e.g., a sleep disorder or 
other disorders, e.g., other CNS disorders. In addition, some embodiments of the present 
inventron have compounds administered in combination with other known therapies for the 
target disorder. Furthermore, the other therapy includes any agent of benefit to the patient 
when administered in combination with the disclosed compound. 

For example, in some embodiments where the other therapy is a drug, it is 
administered as a separate formulation or in the same formulation as the compound of the 
mvention. A compound of the invention is administered in combination therapy with any one 
or more of commercially-available, over-the-counter or prescription medications, including 
but not limited to antimicrobial agents, fungistatic agents, germicidal agents, hormones 
antrpyretic agents, antidiabetic agents, bronchodilators, antidiarrheal agents, antiarrhythmic 
agents, coronary dilation agents, glycosides, spasmolytics, antihypertensive agents, 
antidepressants, antianxiety agents, other psychotherapeutic agents, corticosteroids' 
analgesics, contraceptives, nonsteroidal anti-inflammatory drugs, blood glucose lowering 
agents, cholesterol lowering agents, anticonvulsant agents, other antiepileptic agents 
immunomodulatory anticholinergics, sympatholytics, sympathomimetics, vasodilatory 
agents, anticoagulants, antiarrhythmics, prostaglandins having various pharmacologic 
activities, diuretics, sleep aids, antihislaminic agents, antineoplastic agents, oncolytic agents 
antiandrogens, antimalarial agents, antileprosy agents, and various other types of drugs See' 
Goodman and Oilman's The Basis of Therapeutics (Eighth Edition, Pergamon Press, Inc., 
USA, 1990) and The Merck Index (Eleventh Edition, Merck & Co., Inc., USA, 1989). 

In addition to the formulations described above, a formulation can optionally include 
or be co-administered with sedatives, vitamins, antiWstemines, steroids, and the like. 
Typically, the compound is administered as a monotherapy. 

The term "derivative", e.g., in the term «N-substituted azaheterocyclic compound 
derivatives", refers to compounds that have a common core structure, and are substituted with 
vanous groups as described herein. For example, all of the compounds represented by 
structural formula I are N-substituted azaheterocyclic derivatives, and have structural formula 
I as a common core. 
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The term "bioisostere" refers to a compound resulting from the exchange of an atom 
or of a group of atoms with another, broadly similar, atom or group of atoms. The objective 
of a bioisosteric replacement is to create a new compound with similar biological properties 
to the parent compound. The bioisosteric replacement may be physicochemically or 
topological* based. Examples of carboxylic acid bioisosteies include acyl sulfonimides 
tetrazoles, sulfonates, and phosphonates. See, e.g., Patani and LaVoie, Chem. Rev 96 3147 
3176(1996). ' ' 

The term "Chalky!" as used herein, alone or in combination, refers to a straight or 
branched, saturated hydrocarbon chain having 1 to 6 carbon atoms such as e.g. methyl ethyl 
n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, tert-butyl, n-pentyl, 2-methylbutyl, 
3-methylbutyl, 4-methylpentyl, neopentyl, n-hexyl, 1,2-dimethylpropyl, 2,2-dimethylpropyl 
and 1 ,2,2-trimethylpropyl, and the like. 

The term "C^-alkoxy" as used herein, alone or in combination, refers to a straight or 
branched monovalent substituent comprising a C,^-alkyl group linked through an ether 
oxygen having its free valence bond from the ether oxygen and having 1 to 6 carbon atoms 
e.g. methoxy, ethoxy, propoxy, isopropoxy, butoxy, pentoxy, and the like. 
The term "halogen" means fluorine, chlorine, bromine or iodine. 
The term "nonaromatic nitrogen containing heterocycle" (e.g., the nonaromatic 
heterocyclic groups represented by Z, e.g., in Z^) refers to non-aromatic ring systems 
typically having three to eight members, preferably three to six, in which at least one ring 
carbon is replaced with a nitrogen and zero, one or more additional ring carbons, preferably 
zero to one, are each replaced by a heteroatom such as N, O, or S. Examples of nonaromatic 
nitrogen containing heterocycles include aziridine, pyrrolidine, piperidine, piperazine, 
morpholine, tetrahydroquinoline, tetrahydroisoquinoline, thiomorpholine, thiazolidine, and 
the like. "Attached through a ring nitrogen" means the group is bonded to the rest of the 
molecule through a ring nitrogen. 

The term "aryl" group, (e.g., the aryl groups represented by Z, e.g., in Z e , Z f , and Z n ) 
refers to carbocyclic aromatic groups such as phenyl, naphthyl, and anthracyl, or groups in 
which a phenyl group is fused to another ring, for example, the group-s represented by Z e and 
Z . As used herein, a "heteroaryl" group is a 5 membered carbocyclic ring containing at least 
one N, S, or O atom and two double bonds, or a 6 membered carbocyclic ring containing at 
least one N, S, or O atom and three double bonds. Examples of "heteroaryl" groups ( e g. the 
heteroaryl group represented by Z, e.g, in Z") refers to heteroaromatic groups such as ' 
imidazolyl, isoimidazolyl, thienyl, furanyl, pyridyl, pyrimidyl, pyranyl, pyrazolyl, pyrrolyl 
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dialkylaminocarbonyloxy, alkoxy, nitro, cyano, carboxy, alkoxycarbonyl, alkylcarbonyl, 
hydroxy, haloalkoxy, or haloalkyl. 

Suitable substituents on the nitrogen of a heterocyclic group or heteroaromatic group 
include -R', -N(R) 2 , -C(0)R', -C0 2 R*. -C(0)C(0)R>, -C( 0 )CH 2 C(0)R>, -S0 2 R' -S0 2 
N(R') 2 , -C(=S)N(R') 2> -C(=NH)-N(R') 2 , and -NR' S0 2 R. R' is -H, an alkyl, alkoxy 
cycloalkyl, cycloalkoxy, phenyl, phenoxy, benzyl, benzyloxy, heteroaromatic, or heterocyclic 
group that is optionally substituted. Examples of substituents on the groups represented by R' 
include amino, alkylamino, dialkylamino, aminocarbonyl, halogen, alkyl, 
alkylaminocarbonyl, dialkylaminocarbonyloxy, alkoxy, nitro, cyano, carboxy, 
alkoxycarbonyl, alkylcarbonyl, hydroxy, haloalkoxy, or haloalkyl. Preferably, R* is 
unsubstituted. 

Some compounds described herein may be synthesized by methods known to one 
skilled in the art. Detailed methods are described in U.S. Patent 6,569,849, U.S. Patent 
6,239,148, and U.S. Patent 5,712,292, the entire teachings of each are incorporated herein by 
reference. 

All publications and patent documents cited herein are incorporated herein by 
reference as if each such publication or document was specifically and individually indicated 
to be incorporated herein by reference. Citation of publications and patent documents is not 
intended as an admission that any is pertinent prior art, nor does it constitute any admission 
as to the contents or date of the same. The invention having now been described by way of 
written description, those of skill in the art will recognize that the invention can be practiced 
in a variety of embodiments and that the foregoing description and examples below are for 
purposes of illustration and not limitation of the claims that follow. 

EXAMPLE 1: Disclosed Compounds Are Effective Sleep-Inducing Agents 
Sleep in mammals can be divided into sleep occurring during periods of rapid eye 
movement (REM), accompanied by substantial brain activity, and periods of non-REM 
(NREM) sleep, accompanied by decreased brain activity. Typically, a normal nighttime 
sleep period is occupied primarily by NREM sleep, and thus NREM cumulation can serve as 
a measure of total sleep cumulation, i.e., significantly decreased NREM can be associated 
with insomnia and an accumulation of "sleep debt", e.g., an accumulated physiological need 
for sleep that tends to persist until a sufficient amount of additional sleep is accumulated 
Thus, an increase in NREM associated with a treatment can indicated the treatment's 
effectiveness in treating insomnia. 
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Sleep quality can be associated with sleep continuity or sleep maintenance. For 
example, a subject with sleep apnea wakes up numerous times during a sleep period, e.g., the 
subject has difficulty maintaining continuous sleep. Although such a subject can accumulate 
a typical nights length of sleep, e.g., 8 hours, the sleep is unrefreshing due to the waking 
caused by the sleep apnea. Thus, an increase in longest uninterrupted sleep bout (LUSB) 
associated with a treatment can indicated the treatment's effectiveness in treating sleep 
maintenance insomnia. 

Sleep-wakefUlness, locomotor activity and body temperature were monitored in vivo 
with the disclosed racemic sleep-inducing agent 1 and its R and S isomers 1-J? and 1-5. 
Adult, male Wistar rats (250 g at time of surgery, Charles River Laboratories, Wilmington 
MA) were anesthetized (Nembutal, 62 mg/kg) and surgically prepared with a cranial implant 
to permit chronic electro-encephalogram (BUG) and electromyogram (EMG) recording. 
Body temperature and locomotor activity were monitored via a miniature transmitter (Mini- 
Mitter, Bend, OR) surgically placed in the abdomen. The cranial implant consisted of 
stainless steel screws (two frontal [+3.2 AP from bregma, ±2.0 ML] and two occipital [-6.9 
AP, ±5.5 ML]) for EEG recording. Two Teflon®-coated stainless steel wires were 
positioned under the nuchal trapezoid muscles for EMG recording. All leads were soldered 
to a miniature connector prior to surgery, and gas sterilized in ethylene oxide. The implant 
assembly was affixed to the skull with dental acrylic. A minimum of three weeks was 
allowed for surgical recovery. 

Each rat was permanently housed in its own individual recording cage located within 
separate, ventilated compartments of custom- designed stainless steel cabinets. Each cage 
was enhanced with a filter-top riser and low-torque swivel-commutator. Food and water were 
available ad libitum. A 24-hr light-dark cycle (12 hours light, 12 hours dark) was maintained 
throughout the study using 4-watt fluorescent bulbs 5 cm from the cage. Animals were 
undisturbed for at least 48 hours before and after treatments. 

Sleep and wakefulness were determined using "SCORE-2 000™' (ffypnion, 
Worcester, MA) - an internet-based sleep-wake and physiological monitoring system The 
system monitored amplified EEG (bandpass 1-30 Hz; digitization rate 400 Hz), integrated 
EMG (bandpass 10-100 Hz), body temperature and non-specific locomotor activity (LMA) 
via telemetry, and drinking activity, continuously and simultaneously. Arousal states were 
classified on-line as non-REM (NREM) sleep, REM sleep, wake, or theta-dominated wake 
every 10 seconds using EEG feature extraction and pattern-matching algorithms. From this 
data, the longest uninterrupted sleep bout (LUSB) could be obtained. The classification 
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algorithm used individually-taught EEG-arousal-state templates, plus EMG criteria to 
differentiate REM sleep from theta-dominated wakefulness, plus behavior-dependent 
contextual rules (e.g., if the animal was drinking, it is awake). Drinking and locomotor 
activity (LMA) were recorded as discrete events every 10 seconds, while body temperature 

5 was recorded each minute. Locomotor activity was detected by a telemetry receiver (Mini- 
Mitter) beneath the cage. Telemetry measures (LMA and body temperature) were not part of 
the scoring algorithm; thus, sleep-scoring and telemetry data were independent measures. 

Compounds were administered at CT-18, the peak of the activity-dominated period, in 
order to ensure prior wakefulness was sufficient to interact positively with hypnotic-drug 

10 effects, and sufficient time was allowed to view the time course of the treatment effect before 
lights-on (6 hours post-treatment). Compounds were suspended in sterile 0.25% or 0.5% 
methylcellulose (2ml/kg). Treatments were administered as an intraperitoneal bolus. 

A parallel group study design was employed. Vehicle controls were drawn from a 
large pool (N> 200): a subset of the pooled vehicle controls was selected, based on 

1 5 computerized matching with the 24-hour pre-treatment baseline of the active treatment group. 
The results of NREM and LUSB parameters were measured for racemic sleep- 
inducing agent 1 and its R and S isomers 1-R and (Table 1). 

Table 1: Disclosed Compounds Are Effective Sleep Inducing Agents 

20 



Compound 


Dose, mg/kg 


N 


NREM 


LUSB 


1 (Racemate) 


3 


14 


15 


4.7 


10 


11 


24.8 


2.8 


30 


15 


35.4 


4.9 


1-R 


10 


9 


3.4 


2.5 


30 


12 


20.7 


5.8 j 


45 


4 


31.8 


10.3 


1-S 


10 


9 


31.9 


5.5 


30 


10 


31.8 


9.7 



In Table 1, N is the number of trials, and NREM and LUSB values are means adjusted 
for both baseline and vehicle control values. NREM represents the mean maximum 
cumulation of NREM sleep in minutes over baseline as a function of time in hours after 
25 treatment with the compound or the vehicle control; LUSB is the longest uninterrupted sleep 
bout each hour in minutes as a function of circadian time. 
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Figures 1, 2, and 3, respectively, show NREM sleep cumulation for racemate 1, 1-2? 

and 1-5, respectively, at 10 mg/kg (grey line) and 30 mg/kg (black line) versus vehicle 

control (grey band). As can be seen, each of the three compounds is effective at increasing 

NREM cumulation at a dose of 30 mg/kg, with racemic 1 and 1-5 being more effective than 
5 1-R. At a dose of 10 mg/kg, racemic 1 and 1-5 are particularly effective. Thus, all three 

compounds can be effective at decreasing insomnia by increasing cumulative NREM time. 
Figures 4, 5, and 6, show the longest uninterrupted sleep bouts (LUSB) for racemate 

1, 1-R and 1-5, respectively, at 30 mg/kg (black line) versus vehicle control (grey band). As 

can be seen, at a dose of 30 mg/kg, each of the three compounds is effective at increasing 
10 LUSB, in some cases to as much as 15 minutes compared to about 10 minutes with the 

vehicle control. Thus, because all three compounds increase LUSB time, they will be 

effective for decreasing sleep-maintenance insomnia. 

While this invention has been particularly shown and described with references to 

preferred embodiments thereof, it will be understood by those skilled in the art that various 
1 5 changes in form and details may be made therein without departing from the scope of the 

invention encompassed by the appended claims. 



